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LETTERS TO THE EDITOR 
To the Editor: 
Weare concerned that there may be misinterpretation of the con-
clusions of our paper (Stephens K, et al: A keratin 14 mutational hot 
spot for epidermolysis bullosa simplex, Dowling-Meara: impli.ca-
tions for diagnosis.] Invest Dermatoll 01 :240 - 243, 1993) regardmg 
the utility of DNA studies for prenatal diagnosis of epidermolysis 
bullosa simplex, Dowling-Meara (EBS-DM). 
In contrast to the statment " ... the authors recommend DNA-
based prenatal diagnosis in families with EBS-DM," which ap-
peared in the "In This Issue" synopsis, we specifica\1y stated that use 
of these methods currently could be informative only in a subset of 
families-those with altera~ions in codon 125 of keratin 14. For 
those families with EBS-DM in which a specific mutation has not 
been identified, fetoscopy and fetal skin biopsy remain the prenatal 
detection method of choice. In families seeking prenatal diagnosis it 
is now possible to evaluate the proband for such mutations, which, if 
present, could then be used as the basis for prenatal identification in 
subsequent pregnancy. 
Virginia P. Sybert 
Professor, Pediatrics (Medical Genetics/Dermatology) 
Karen Stephens 
Research Assistant Professor, Medicine (Medical Genetics) 
Identification of the ATG Initiation Codon In Human Type I Desmocollin 
To the Editor: 
The desmocolJins are one of the two cadherin-related glycoprotein 
families present in epithelial desmosome junctions [1]. At least three 
distinct desmocollins have been identified in human and bovine 
tissues (2) and it now appears that individual isoforms are expressed 
in a tissue-specific and differentiation-related manner. Type 1 des-
mocollin (DSC1) is present in large amounts in the epidermis, 
where it is expressed in the suprabasal layers of the tissue [3-5). 
However, it is not yet clear whether this isoform is specific for 
epidermis because it may also be present in other stratified epithelia 
such as tongue mucosa [1,5) . 
We have recently reported the sequence of a cDNA clone (K24) 
that encoded the mature protein sequence of human DSC1 and 
were able to assign the gene to chromosome 18, the same location as 
the other desmosomal cadherins (6). However, our longest clone 
did not cover the entire coding sequence because it lacked an A TG 
initiation codon. Theis et al (5) have also recently described a cDNA 
sequence for human DSC1. Their report contained more 5' se-
quence (about 400 bp) than our longest clone but this additional 
sequence did not contain an in-frame initiation codon. This was 
surprising because the other full-length desmocollins cDNAs that 
have been cloned both contain a start ATG within this region [7 ,8). 
This discrepancy implied that human DSCl may have a unique 5' 
structure coding for an unusually long precursor peptide. 
To check this possibility I have now isolated and sequenced 
cDNAs extending the 5'sequence of our previous human DSCl 
clones by 470 bp and this sequence has now been included in acces-
sion number X72925 in the GenBank/EMBL Database. The 
cD NA clone K55 was isolated by screening an oligo dT-primed 
Agtll expression library derived from cultured human keratino-
cytes with a 32P-labeled 460-bp Pst1 fragment from the 5' end of 
K24 (6). This clone overlapped with the first 1024 bp of K24 and 
extended the 5' sequence by 320 bp. The remaining 5' end of 
human DSCl was amplified using a commercial 5'-amplifinder 
RACE kit (Clontech) following reverse transcription from human 
foreskin poly A+ RNA. The resulting PCR product overlapped 
with the first 154 bp of K55 and extended the 5' sequence by a 
further 150 bp. 
Analysis of the 5' sequence obtained from the overlapping K55 
and 5' RACE cDNAs revealed only one in-frame ATG codon at 
positions 263-265 and this was seen in the two, independently 
isolated clones. This probable initiation codon is preceded by 262 bp 
of 5' -untranslated sequence containing three in-frame stop codons. 
It is followed by a region coding for a hydrophobic, leucine-rich 
sequence that probably corresponds to the core of the signal peptide. 
This identification of the ATG initiation codon is further supported 
by homology with the bovine sequence reported previously by Col-
lins et al [8]. The start methionine is in an identical position in both 
cases and comparison of the deduced precursor amino acid se-
quences shows 74% identity between the two species. 
Compa.rison of the present human DSCl sequence with that 
reported by Theis et ailS) reveals a sequence difference at position 
273. The cytosine residue at this position is absent from their se-
quence and this shifts the probable ATG initiation codon out of 
frame. As a result the first 67 residues in their deduced amino acid 
sequence have no counterparts in the other human and bovine des-
mocollins that have been cloned and sequenced [7,8). The reasons 
for this discrepancy remain to be established. However, the identifi-
cation of the ATG initiation codon in human DSCl should now 
facilitate studies on the expression of this major epidermal cell ad-
hesion molecule. 
Ian A. King 
Laboratory of Eukaryotic Molecular Genetics 
National Institute for Medical Research 
The Ridgeway, Mill Hill 
London, UK 
Manuscript accepted for publication January 18, 1994. 
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